Background: Exogenous stressors resulting from air pollution can lead to depression and chronic disease. Chinese levels of air pollution are among the highest in the world, and although associated adverse health effects are gradually emerging, research determining individual vulnerability is limited. This study estimated the association between air pollution and depressive symptoms and identified whether chronic disease influences an individual's susceptibility to depressive symptoms relating to air pollution.
cultures and experimental animals studies have shown neuropathological effects from air pollution exposure [10] [11] [12] , and previous empirical studies have observed that air pollution increases the prevalence of depressive symptoms in Korea, Japan, and the Netherlands [8, [13] [14] [15] . Furthermore, an increasing number of emergency department visits for depression in Canada and Korea have been documented [16, 17] .
Depression is a serious problem in China [18, 19 ] : in 2013, 36 million years of healthy life were lost to mental illness in China, and estimates suggest that by 2025, 39.6 million years of healthy life will be lost (10% increase) [20] . Although little is known about the association between air pollution and depression, several Chinese studies have found a relationship between exposure to air pollution and happiness [21, 22] , depressive symptoms [23] , cognitive functions [24, 25] and hospital admissions for mental disorders [26] , when results were adjusted for demographics and socioeconomic status. It is considered that a further decline in air quality could cause an increased risk to health and an associated increase in depressive symptoms. Therefore, this study uses nationally representative data to estimate the association between air pollution and depression measured by the Center for Epidemiologic Studies Depression (CES-D) scale.
Air pollution regulations based on observed health effects in the general population may be insufficient to protect exceptionally vulnerable subgroups. Inconsistent study results have been found within past study cohorts. For example, no significant association between air pollution exposure and depressive symptoms was found in a Boston-area study [27] , although other American studies reported that exposure to air pollution was related to anxiety symptoms [28] , which often have a comorbidity with depression [29] . One American study found that stroke victims were more susceptible to the effects of air pollution with respect to cognitive functions [30] . Thus, it is believed that chronic disease (e.g. hypertension), which is often regarded as a marker of inflammation and vascular dysfunction, may mediate an association between air pollution and depressive symptoms [31, 32] . Compared to people in good physical health, the well-known adverse mental health effects of air pollution may mean that respondents with chronic disease are likely to believe that their physical health is being damaged [33] [34] [35] . However, the role of an individual's physical health status in the association between air pollution and depression symptoms has not yet been addressed in China. Therefore, this study aims to assess which individuals have a greater vulnerability to the adverse effects of air pollution [21] .
Data and methods

Data
Individual sample data and a group of city-level variables were obtained to evaluate the relationship between air pollution, chronic disease, and depressive symptoms. Individual data were collected from CHARLS 2011 and 2013, which were national representative surveys conducted with middle-aged and elderly Chinese residents (aged 45 years and above) using face-to-face computerassisted personal interviews. The CHARLS questionnaire included the following modules: demographics, family structure/transfer, health status and functioning, biomarkers, health care and insurance, work, retirement and pension, income and consumption, assets (individual and household), and community-level information. These surveys were approved by the ethics committee of the Institutional Review Board of Peking University.
Using multi-stage stratified probability-proportionateto-size sampling, the sample in CHARLS represented approximately 10,000 households in 150 counties/districts (a total of 450 villages/resident communities). The baseline survey was conducted between June 2011 and March 2012 with a response rate of 80.5% and a total sample of 17,545 respondents. A total of 15,020 (86%) respondents participated in the follow-up survey in 2013, but 2525 (14%) respondents had died or declined participation in the study. In this study, CHARLS 2011 and 2013 panel data were constructed to estimate the relationship between air pollution and depressive symptoms for 15,020 respondents (15,020 × 2 = 30,040 samples). Of the respondents, 47% were male with a mean age of 60 years. Ages and gender distribution were very similar to those in the 6th national census conducted in 2010 [36] .
City-level variables included monthly temperature, monthly relative humidity, and annual air pollution. Daily meteorological data from 839 stations in 2011 and 2013 were collected from the China Meteorological Science Data Sharing Service Network-China Ground Climate Daily Data. The station-level data were aggregated at a city level by matching stations to the closest city based on the exact longitude and latitude of the weather station and the longitude and latitude of the county centroid. The average monthly temperature and relative humidity of CHARLS 125 sample cities were then calculated from daily data. Based on survey city and month, the results from 15,020 respondents in the two CHARLS waves were combined with the meteorological data from 125 cities.
The annual sulfur dioxide (SO 2 ) and TSP emissions from 273 cities in 2011 and 2013 were obtained from the 2012 and 2014 China City Statistical Yearbook. Based on survey year and city, 12,046 respondents of the 15,020 respondents in the two CHARLS waves were matched to the air pollution data from 101 cities. After excluding 412 respondents that provided missing values from 12,046 respondents, 11,634 respondents were included, and the final sample size was 23,268 (11,634 × 2) samples from 101 cities. Figure 1 presents a flow chart of the study process.
Variables
Depressive symptoms
A modified seven-item version of the CES-D scale was constructed to measure depressive symptoms [37] . Respondents reported the frequency of experiencing the following seven depressive symptoms during the past week: (1) "was bothered by things, " (2) "had trouble keeping mind on what was doing, " (3) "felt depressed, " (4) "felt everything he/she did was an effort, " (5) "felt fearful, " (6) "sleep was restless, " and (7) "felt lonely. " Each answer was encoded from 1 to 4: 1 = rarely or none, 2 = some or a little, 3 = occasionally or a moderate amount, and 4 = most or all of the time, with total scores ranging from 7 to 28. A summed score of the seven items was calculated, with lower scores indicating fewer depressive symptoms. This shortened seven-item CES-D scale is a widely used indicator for depressive symptoms [38, 39] . Its validity, reliability, and cultural equivalence have been proven in China [40] . In our data set, CES-D was also demonstrated to have high internal consistency (Cronbach's alpha = 0.82) and to construct validity (Kaiser-MeyerOlkin = 0.87) according to the standards of Meulen et al. [41] , Kara [42] , and Aly [43] , which suggest that if the Cronbach's alpha and Kaiser-Meyer-Olkin test value exceeds the recommended level of 0.70 then data is considered to be highly reliable [41] [42] [43] .
Air pollution
Following previous studies, SO 2 and TSP emission intensity, SO 2 and TSP emissions per capita, and SO 2 and TSP emissions per unit area were calculated to measure air pollution [44] [45] [46] [47] . Pollution intensity refers to the indicator of pollution emissions per industrial gross domestic product (GDP) (industrial economic output). Log transformation of air pollution data was applied to minimize skewness [45] .
Chronic disease
A categorical variable for a doctor to use in diagnosing chronic disease was created based on the question, "Have you ever been diagnosed with hypertension, dyslipidemia, diabetes or high blood sugar, cardiovascular disease (heart attack, coronary heart disease, angina, congestive heart failure, stroke or other heart problems), cancer or malignant tumor, liver disease, chronic lung disease, kidney disease, stomach or other digestive disease, arthritis or rheumatism and asthma by a doctor?" The variable equaled 1 or 0 for respective replied of "yes" or "no".
Estimation Strategy
Descriptive analysis was first conducted to describe sample characteristics of the total sample and for chronic disease status. Frequencies with percentages were presented for categorical variables (gender, marital status, education, employment status, insurance status) and means with standard deviations for continuous variables (CES-D, air pollution indicators, climate indices, income, and age). P-values were calculated using the Chi square test for categorical variables, and one-way Analysis of Variance (ANOVA) for continuous variables between groups (with or without chronic disease). A random effects model was then applied to link air pollution intensity with depressive symptoms. Omitted variable bias was controlled using the random effects model. The individual random effects model is presented as follows, where a 0 , a 1 , a 2 are the parameters to be estimated; u i and v t are the individual effects and year fixed effects, respectively; e ijt is the idiosyncratic error term; and Depressive ijt is the depressive symptoms of person i in city j in year t; Air jt is a variable indicating the log of air pollution intensity, X ijt represents an individual's demographic, socioeconomic status, health behavior, and city-level climate variables in the living area. To be more specific, the demographic variables included whether male or female, marital status [reference group: married with spouse present (common-law marriage was considered married)], and age; socioeconomic status was measured by (1) household income per capita, education level, employment status, insurance status, and rural/urban residence; educational attainment was defined at four levels (informal education, informal education but can read and write, primary school, and junior high school and above), and a categorical variable for educational attainment with four values was constructed, with informal education serving as the reference group; household income was divided by the number of household members and household income per capita was subsequently ranked and divided into five pentiles, with the lowest group serving as a reference; employment status was categorized into three groups: unemployed (including retired), self-employed, and wage earner; for health insurance coverage, respondents were recoded into a dummy variable with three values [the urban employee-based basic medical insurance scheme (UEBMI), the rural new cooperative medical scheme (NCMS), and the urban residentbased basic medical insurance scheme (URBMI)], with uninsured respondents as the reference group; current smoker and drinker were included as indicators of the respondents' current health behaviors; and city-level average monthly temperature, relative humidity, and city dummy variables were also controlled.
The interaction between chronic disease and air pollution intensity was then controlled in multivariate regression to establish whether chronic disease influences an individual's susceptibility to depressive symptoms with respect to air pollution, 4 are the parameters to be estimated; Chronic ijt is a dummy variable indicating whether a respondent has a chronic disease; and Air jt × Chronic ijt is the interaction between chronic disease and air pollution intensity after decentralization. Decentralization of air pollution indicators was calculated by subtracting the mean of city-level air pollution intensity from air pollution intensity in each city and then dividing it by the standard deviation of city-level air pollution intensity using the center-command in Stata 14 [48] .
Analyses were then stratified according to chronic disease characteristics. Depressive symptoms may also affect an individual's physical health status and lead to endogenous issues [49] . Stratification was conducted to eliminate any possible endogenous issues by excluding respondents with chronic diseases (hypertension, dyslipidemia, diabetes or high blood sugar, cardiovascular diseases, arthritis and asthma) because such diseases may stem from depressive symptoms. Under these conditions no other possible methods were available for now.
(2)
The total CES-D scale used to evaluate depressive symptoms of middle-aged and elderly individuals ranged between 7 and 28, which represents a limited dependent variable. Therefore, least square regression was directly applied to render inconsistent estimates [50, 51] . The Tobit model was used for robust analysis in this respect, and marginal effects were reported, where c 0 , c 1 , c 2 , c 3 , c 4 are the parameters to be estimated; Depressive * ijt is a latent variable and Depressive ijt is its observable variable. A robust standard error was derived using bootstrapping methods and conducting 500 bootstrap replications.
In addition, by using the Tobit model with stratified samples, the effects of SO 2 and TSP emission per capita/ per unit area on depression were regressed (and are presented in Appendix: Table 4 ). The results were consistent with those using air pollution emission intensity. Stata version 14 was used for all analyses [48] .
Results
Participant characteristics and average air pollutant intensity across chronic disease are shown in Table 1 
respondents earned an average of 8175 (SD = 14,912) Chinese yuan per year per capita. The average depressive symptoms score was 11.623 (SD = 4.664). Compared to participants with chronic disease, those without chronic disease were more likely to report lower depressive symptoms [12. 176 (SD = 4.858) versus 10.538 (SD = 4.043)] but not more likely to be exposed to air pollution. Table 2 show the correlation between air pollution and depressive symptoms in China after adjusting for multiple covariates. Increasing levels of air pollution were found to be significantly associated with higher depressive symptoms: an increase in SO 2 and TSP emission intensities of 1% was associated with increasing depressive symptoms scores by 1.266 (SE = 0.107, P < 0.001, 95% CI 1.057-1.475) and 1.318 Table 3 show the results stratified using chronic disease characteristics; models 5-8 show results using the Tobit model; models 9-12 show the results stratified using chronic disease characteristics and the Tobit model. Robust analysis shows that the results obtained were consistent with those using the random effects model. According to models 10 and 12 from Table 3 , for individuals with cancer or malignant tumor, chronic lung diseases, liver diseases, kidney disease, and stomach diseases, when the SO 2 and TSP emission intensities increased by 1% individuals showed an increase in depressive symptom scores of 0.844 (0.788 (SE = 0.128, P < 0.001, 95% CI 0.537-1.039) + 0.221 (SE = 0.091, P = 0.015, 95% CI 0.044-0.399) × 2669/10,508 = (0.788 + 0.221 × 25%) and 0.818 (0.765 (SE = 0.118, P < 0.001, 95% CI 0.534-0.997) + 0.208 (SE = 0.107, P = 0.051, 95% CI 0-0.417) × 25%), respectively. In addition, due to an 1% increase in the intensities of SO 2 and TSP emissions, respondents with these chronic diseases scored higher for depressive symptoms by 1.292 (0.869 (SE = 0.102, P < 0.001, 95% CI 0.668-1.069) + 0.221 (SE = 0.091, P = 0.015, 95% CI 0.044-0.399) × log (82.000)) and 1.208 (0.866 (SE = 0.114, P < 0.001, 95% CI 0.643-1.090) + 0.208 (SE = 0.107, P = 0.051, 95% CI 0-0.417) × log(43.885)), respectively. Given the same intensities of SO 2 and TSP emissions, individuals with chronic disease had higher scores for depressive symptoms by 0.221 (SE = 0.091, P = 0.015, 95% CI 0.044-0.399) and 0.208 (SE = 0.107, P = 0.051, 95% CI 0-0.417) than those without chronic disease. However, the impacts of air pollution were reduced after eliminating the endogenous variable, which supports the hypothesis that depressive symptoms influence physical health.
Models 1 and 3 from
Discussion
To the best of the authors' knowledge, this is the first published article to elucidate the role of chronic disease in an association between air pollution and depressive symptoms within the Chinese population, who prefer to acknowledge poor mental conditions instead of mental illness. Using nationally representative data for the general Chinese middle-and old-aged population, this study found that exposure to air pollution was related to depression and that if an individual had a chronic disease, they were more vulnerable to the depressive symptoms effects of air pollution. These findings provide a comprehensive understanding of the extent that air pollution affects depression, which could provide valuable insights for the design of policies and promotional programs to enhance the quality of mental health and curb the negative effects of air pollution in China.
The results of a positive association between air pollution and depression are consistent with those of previous Chinese studies and results from Japan, Korea, Canada, and the Netherlands [8, [13] [14] [15] [16] [17] , but are contradictory to results from Norway and Boston [27, 52] . This discrepancy could possibly be related to the intensity of air pollution [52, 53] . For example, air pollution in China occurs at some of the highest levels in the world: in Yale University's 2016 Environmental Performance Index, China is ranked 109 out of 180 countries [54] . Therefore, insignificant results from countries with low pollution levels merely indicate that a minor amount of air pollution is not harmful with respect to depression, whereas levels are high in China, are causing health issues, and are continuing to rise.
This study also identifies susceptible subgroups and extends research on the subject of adverse mental health effects relating to air pollution by testing the assumption that individuals with chronic disease were more vulnerable to depressive symptoms effects relating to air pollution. It is of note that our study found that individuals with cardiovascular disease were more likely to report depressive symptoms related to air pollution compared to those without chronic disease, even when results were adjusted for other factors. While no studies have investigated the role of air pollution and depression relating to chronic disease, the relationship determined here is consistent with results of studies showing a relationship between (1) exposure to ambient air pollution and an increase in chronic mortality and morbidity [55] [56] [57] [58] [59] [60] [61] [62] [63] [64] [65] ; (2) chronic disease and depressive symptoms [66] .
Considering the large variation in optimal thresholds for identifying depressive symptoms in self-reported responses, this study adopted a continuous variable to measure depressive symptoms, instead of using a cut-off point to dichotomously distinguish depressive symptoms [67] . In doing so, caution is also warranted when attaching pathological labels to self-reported symptoms [68] . A dimensional scale with higher scores indicating more symptoms provides enhanced clarification of depressive symptoms [69] , particularly for individuals with a Chinese cultural background where depressive symptoms are highly stigmatized [55, 70] .
Nevertheless, the limitations of this study should be considered before discussing potential policy implications. The previous studies proved that other contaminants such as PM 10 or PM 2.5 may also be related to mental health effects [52] . However, use of these air pollution compounds was restricted in our analysis due to data constraints. A further limitation relating to data constraints is that only annual air pollution intensity data were available for use, which Table 3 Association of air pollution intensity and depressive symptoms and the role of chronic disease: Robustness test Models 1-4 are estimated using the xi:xtreg-command in Stata 14, models 5-12 are estimated using the xi:xttobit-command. Decentralization was calculated using the center-command, and Marginal effects was calculated using the margins-command Control variables included individual's demographic, socioeconomic status, health behaviors and city-level climate variables in living areas. City dummy variables were also controlled * P < 0.10; ** P < 0.05; *** P < 0.01 cannot be fully correlated with weekly depression symptoms. Although such data and associated results are useful in that depressive symptoms may result from accumulated exposure to air pollution [53] , it is not possible to untangle short-term effects from long-term effects in this study. However, although caution should be taken when explaining the results, it is clear that high levels of SO 2 and TSP within lead to depression. An underlying endogeneity problem may exist if depressive symptoms also affect an individual's chronic disease status, which would lead to a simultaneity issue [49, 71, 72] . For example, a depressed patient could become trapped in a negative cycle in which mental symptoms are exacerbated by the synergistic effect of stress and cardiovascular risk factors, or where a patient is vulnerable to acute cardiovascular events due to the synergistic effect of mental stress and an underlying atherothrombotic disorder [72] . It is considered that depressive symptoms can have an influence on the occurrence of hypertension, dyslipidemia, diabetes or high blood sugar, cardiovascular diseases, arthritis and asthma [71] [72] [73] [74] [75] [76] [77] [78] [79] [80] [81] [82] [83] . However, our individual level data relied on retrospective self-evaluation, which is potentially endogenous due to measurement errors. Although quasiexperimental or instrument variables could have corrected the bias [84] these corrections are now unavailable because of data limitations. The analyses presented here focused on a subsample of the population that excluded respondents suffering from chronic diseases stemming from depressive symptoms. To be specific, respondents with hypertension, dyslipidemia, diabetes or high blood sugar, cardiovascular diseases, arthritis and asthma were not included in subsample analysis [71] [72] [73] [74] [75] [76] [77] [78] [79] [80] [81] [82] [83] . As expected, our results show that compared to those without chronic disease, individuals with chronic disease not directly related to mental health were more likely to suffer from depression. Therefore, even when chronic disease is not considered to be a direct cause of depression in China, chronic disease influences an individual's susceptibility to air pollution triggering depressive symptoms.
Given the above limitations, it is considered the results of this study can be used when establishing air pollution policies and policies related to both individual and public health concerns. In this respect, the adverse effects of air pollution on mental health should firstly be considered when establishing air pollution guidelines. If the unfavorable impacts of air pollution on mental health are overlooked, the national emission standard levels may be higher than optimal, which could result in excessive amounts of air pollutants being emitted. In addition, our findings provide a justification for establishing mental health interventions that target air pollution exposure. Public health policies should provide vulnerable people with information to help them cope with the adverse effects of air pollution. Furthermore, respondents with chronic disease found that depressive symptoms were particularly susceptible to fluctuations in air quality. Although all individuals are potentially exposed to ambient pollution, the evidence suggests that being of sound physical health cushions the depressive symptom effects of air pollution exposure. As such, basing policies on effects observed in the general population may be insufficient to protect vulnerable subgroups. The Chinese government needs to enhance and focus prevention strategies for those with chronic disease. For example, the Air Quality Health Index could provide different public advice for those with an elevated risk due to chronic disease when providing a summary of the air quality and advice to prevent adverse health effects [85] .
Conclusion
This study evaluated the association between air pollution and depressive symptoms and was based on nationally representative data relating to the Chinese middle-and old-aged population. The role of chronic disease with respect to air pollution and depressive symptoms was also estimated. Air pollution was found to be an important determinant of depressive symptoms, particularly for those with chronic disease. When an individual had a chronic disease, they were more vulnerable to the depressive symptoms effects of air pollution than those without chronic disease. Therefore, the adverse health effects of air pollution should be taken into consideration while establishing environmental and public health policies. See Table 4 . Table 4 Association of air pollution emission per capita/per unit area and depressive symptoms and the role of chronic disease: Robustness test Models 1-8 are estimated using the xi:xttobit-command in Stata 14. Decentralization was calculated using the center-command, and Marginal effects was calculated using the margins-command Control variables included individual's demographic, socioeconomic status, health behaviors and city-level climate variables in living areas. City dummy variables were also controlled * P < 0.10; ** P < 0.05; *** P < 0.01 
